Multifocal fibrosis is a rare condition occurring at any age and characterized by chronic inflammation, soft tissue proliferation and subsequent fibrosis of various vascular connective tissues. Following diagnosis in a 43-year accountant with multiple vascular lesions, the patients was treated successfully with azathioprine and steroids over a period of 3 years. Fatigue and sweating, serologic sign of inflammation and radiological imaging studies normalized completely. Twenty four months after termination of therapy, there were no clinical or serologic signs of relapse.
INTRODUCTION
Retroperitoneal fibrosis (Morbus Ormond) is a rare disease characterized by chronic inflammation, soft tissue proliferation and subsequent fibrosis of the retroperitoneum typically involving and obstructing the ureters 1. If fibrous lesions occur at different sites of the body, the condition is termed multifocal fibrosis 2,3. The etiology of these conditions is unknown, however new data support a close linkage to IgG-4 expressing plasma cells (Hyper-Ig4 disease) 4,5. Retroperitoneal fibrosis may be idiopathic or secondary to malignancy, a specific drug history, radiation therapy or autoimmune disease. Due to the compressive effects of retroperitoneal fibrosis treatment has been a domain of surgery. Basing on pathophysiological considerations several authors however support a non-surgical approach but reported treatment regimens with systemic steroids remain anecdotal 1,6-8.
In the following we report on a long-term successful immunosuppressive therapy in a male patient with idiopathic multifocal fibrosis.
CASE REPORT
In 2006, a 43-year old accountant was referred for clarification of a persistent elevated sedimentation rate following a dental procedure. He had been complaining of fatigue, sweating and exertional shortness of breath which had been initially addressed to his gross overweight (136 kg, 194 cm, body mass Index 36). His past medical and the family history were unremarkable. He was nonsmoker, married, father of 2 kids and living in the suburbs of a greater German city.
The physical exam was unremarkable, the blood pressure 131/78 mmHg. No lymph nodes or an enlarged spleen were palpable. The initial laboratory examinations revealed a sedimentation rate of 80 mm/h, a C-reactive protein of 73 mg/dl (normal range up to 5 mg/dl) and slight anemia with a hemoglobin count of 13.0 g/dl (normal range 14 -18 g/dl). Serum-fibrinogen was elevated (415 mg/dl, normal range 180 -350 mg/dl) and immunoglobulin G slightly diminished (6.9 g/dl, normal range 7 -16 g/dl). Liver enzymes, electrolytes and creatinine were normal, serial blood cultures sterile.
A CT scan of the thorax revealed a hypo dense mass adjacent to the aortic arch slightly accumulating contrast medium (Figure 1 ). An oral and intravenous contrast enhanced computer tomography of the abdomen revealed hypo dense masses around the aorta and the iliac arteries (Figure 2 ). T1 and T2-weighted magnetic resonance imaging (MR) confirmed the presence of oval shaped masses of intermediate soft-tissue intensity adjacent to the lateral aortic arch and surrounding the abdominal aorta and iliac arteries. MR of the heart and the thoracic vessel including the thoracic and abdominal aorta showed no abnormalities, plaque or aneurysm.
Following diagnostic exclusion of a malignancy, an autoimmune disease and/or a specific drug history the diagnosis of idiopathic multifocal fibrosis was made. Due to the close neighborhood to great vessel no attempt was OJIM made to perform a tissue biopsy. At the discretion of the rheumatologist a therapy with 20 mg prednisolone/day was instituted leading to normalization of the sedimentation rate and the C-reactive protein within 2 weeks. Considering a long term treatment, azathioprine 125 mg/day was instituted and prednisolone tapered down to 10 mg/day within the following two weeks. Because of bilateral femoral head necrosis and development of a symptomatic diabetes mellitus several months following treatment start, attempts to reduce the dose of steroids were started however failed as demonstrated by rapid increases of the sedimentation rate and the C-reactive protein. Following 3 years of the azathioprine and oral steroid therapy, treatment was discontinued in 2009. All radiographic findings were resolved (Figures 3 and 4) , the sedimentation rate and the C-reactive protein were normalized. At follow up 24 months after termination of therapy, the patient was still free of any symptoms or serologic signs of relapse. The CT scan of the thorax revealed no infiltration of the aorta or connective tissues.
DISCUSSION
Idiopathic multifocal fibrosis is a rare condition occurring at any age and characterized by chronic inflammation, soft tissue proliferation and subsequent fibrosis of various vascular connective tissues. It should be differentiated from inflammatory vascular diseases, which affect the vascular wall primarily and then extend to the connective tissues 9. Due to the heterogeneity of vascular involvement and clinical presentation these diseases are referred to the large entity of chronic periaortitis 10.
Apart from the classical retroperitoneal fibrosis (M. Ormond), fibrosis may involve all other abdominal organs, the mediastinum, the orbita, different glands, and many other organs 1-3,5,6. The diagnosis is based on radiographic findings, biopsy and exclusion of secondary forms. Although the syndrome appears autoimmune in nature, to date there are no specific immunologic markers 11,12. Whereas obstruction of the ureters in retroperitoneal fibrosis favors a surgical approach, anti-inflammatory medical regimens have been instituted to stop connective tissue proliferation and systemic fibrosis 9. Kardar and coworkers treated 11 patients with idiopathic retroperitoneal fibrosis with oral prednisolone over a period of 2 years and reported good clinical response and regression. As stated by many others, immunosuppressive therapy treatment should extend to several years due to the relapsing course of the fibrosing syndrome 1,12. Apart from systemic steroid several others immunosuppressant therapies such as with cyclophosphamide, azathioprine, and mycophenolate mofetil have been employed successfully in retroperitoneal fibrosis 1,13. Although a common pathologic mechanism suggested, multifocal fibrosis may differ from retroperitoneal fibrosis. The multiorgan involvement in multifocal fibrosis obligetory requires a systemic treatment approach. In the presented case clinical and radiographic findings were compatible with the diagnosis of idiopathic multifocal fibrosis. The reported responses to medical therapy are variable.
Clinical endpoints are general symptoms, sedimentation rate, and imaging studies with abdominal computed tomography and magnetic resonance imaging. We employed a low dose concomitant corticosteroid and azathoprine treatment over a period of 3 years which yielded a normalization of clinical and serologic markers as well as complete radiographic resolution of connective tissue proliferation. Thus, it seems that tissue proliferation may be reversible and the term fibrosis misleading [14] .
